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OUALITY ASSURANCE ATTESTATION 

I, the undersigned Bernard Benech, Quality Assurance unit of PHYCHER Bio dbefoppement, attest 
that the study TA0423-PH-0310307 was submitted to the inspection of Quality Assurance. 

The routine inspectlons of the toxicity tests performed within the laboratory of PHYCHER Bio 
dkueloppemen~, are carried out as a control process of different main technical phases concerning at 
least one similar test. The frequency is once a term or more. The date(s) of technical phases 
inspections relating to this test are give-n below: 

Date (s) of inspection (s) : October, 17*, 2003 
Clinical examinations at 48 hours (males) 

Date of reporting to Study Director : October, 20”, 2003 
Date of reporting to Management : October, 20*, 2003 

This report has been audited by PHYCHER Bio ckveloppement Quality Assurance umt. It is 
consldered to be an accurate account of the data generated and the application of the operating 
procedures in use within the laboratory. 

Final report 
Date (s) of inspection (s) : December, 2”, 2003 
Date of reporting to Study Director : December, 2”d, 2003 
Date of reporting to Management : December, 2’@, 2003 

Date : December 2”d, 2003 
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AUTHENTICATION 

1, the understgned, Francots Rtcheux, Study dtrector, cemfy that the study TA0423-PH-03/0307 was 
performed on the prenuses of the Laboratory PHYCHER Bio developpement. 

I, certtfy that the objecttves lard down III the technical protocol were achieved and no undesrrable 
event occurred to affect the quahty or the integrity of the study. I consider the data generated to be 
valid. This report fully and accurately reflects the operating procedures used in the laboratory and data 
generated. 

The entire work was devrsed and performed in compliance wtth the principles of the Good Laboratory 
Pracnce (G.L.P.), as defined m the O.E.C.D. ruling relative fo the mutual acceptance of data in the 
evaluation of chemical substances (C(%l) 30 @ai) Appendix 2 - May 12”“, 1981; C (97) 186, 
November 2$. 1997), and transcribed in the decree no 98-1312 dated December 31”. 1998 of the 
Journal Oflciel de la Republique FranGaise. 

Date : December 2”, 2003 

SUMMARY AND CONCLUSION OF THE STUDY 

The product REF.03.749 CENNAMIDE CERO 15 was administered to a group of 6 Sprague 
Dawley rats (3 males and 3 females) at the single dose of 5000 mg/lcg body weight according to the 
experimental protocol established on the basis of the officiai method as defmed in the O.E.C.D. 
guideline IV 423 dated March 2?“, 1996 and the test method B. lter of the Directive N” 96/54/EC 
dated July 30”‘. 1996. 

No mortality occurred during the study. 

No climcal signs related to the administration of tbe test product were observed. The body weight 
evolution of the animals remained normal throughout the study, similar between treated and control 
animals. 

The macroscopical examination of the animals at the end of the study did not reveal treatment-related 
changes. 

In conclusion, the LDw of the product REF.03.749 CENNAMIDE CERO 15 is higher than 5000 
mg/kg body weight by oral route in the rat. 

According to the criteria for classijication, packaging and labelling of dangerous substances and 
preparations in accordance with the E.E.C. Directives 47048. 200109 and 99145, the product 
REF.03.749 CENNAMIDE CERO 15 must not be classrfied. 

Date : December 2* .2003 menl 

Pharmacologist 
VW 

-I 16 
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TEST REPORT 

1 - TEST PRODUCT 

The product REF.03.749 CENNAMIDE CERO 15, sent by BIG-HC - Pam d’acuvttes de 
Canteranne - Bat 3 - Avenue de Canteranne - 33600 PESSAC, was received on 09/27/2003. Its 
characteristics were : 

l Container : plastic pot 
9 Quantity : 83.32 (container + contents) 

l Form : liquid 
l Colour : brown 

l Batch : 030824 
l CASN“ :- 

It was identified under the code number: PH-03/0307. 

l Storage : room temperature 
* Purity :- 

Information concerning the identity, purity and stability of the product to be studied are the 
responsibility of the Sponsor of the study. No information concerning the product was provided by the 
sponsor. 

2 - STUDY DEVELOPMENT 

The study was camed out between 10/07/2003 and 10/24/2003, in PHYCHER Bio dt%eloppement - 18 
chemin Lou Tribail - Z.I. de Toctoucau - 33611 Cestas cedex, according to the experimental protocol 
Ref TA0423-version December 2000, established according to the O.E.C.D. guideline N” 423 dated 
03.22.1996 concerning acute oral toxicity and the fest method B. Ifer of the Directive N” 96/S4/EC 
dated 07.30.1996. 
The animal control group was performed between 10/07/2003 and 10/21/2003 according to the same 
experimental conditions, with administration of the control product (Distilled water), under a volume 
of lOmL/kg body weight. 

2.1 - Animals 

12 Sprague Dawley rats (SPF Caw) originating from Elevage Janvier (53940 Le Genest-St-Isle - 
France), were used after a 5 to 6-day acclimatisation period. At the beginning of the study, the animals 
weighted between 184g and 197g (males) and between 156g and 170g (females). 

Groun l (control) : 3 male rats Rm4049 a Rm405 1 
and 3 female rats Rf403 1 to Rf4033 

Groun 2 (treated) : 3 male rats Rm4064 to Rm4066 
and 3 female rats Rf4046 to Rf4048 

Environmental parameters for the treated group : 
- temperature : between 18°C and 22°C 
- relative humidity : between 40% and 67% 

3’!6 
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2.2 - Treatment 

The ammals of Group 2, received an effective dose of 5000 mgkg body we&c of product, 
administered by force-feeding under a volume of St&kg body weight using a suitable syringe 
graduated fitted with an oesophageal metal canula. 

3 - RESULTS 

No mortality occurred during the study. 

The clinical observations are shown in the observations data sheet, tables I to 2 and those of body 
wezght evolution in tables 3 and 4, hereafter. 

No clinical signs related to the admimstratron of the test product were observed.-The body weight 
evolutron of the animals remained normal throughout the study, similar between treated and control 
animals. 

The results of the macroscopical examinations are shown in the necropsy data sheet, tables 5 to 8, 
hereafter. 

The macroscoprcal examination of the animals at the end of the study did not reveal treatment-related 
changes. 

4 - CONCLUSION 

The LDSo of the product REF.03.749 CENNAMDE CERO 15 is higher than 5000 mgkg body 
wetght by oral route in the rat. 

According to the criteria for classification, puckaging and labelling of dangerous substances and 
preparations in accordance with the E.E.C. Directives 671548, 200109 and 99/45, the product 
REF.03.749 CENNAMIDE CERO 15 must not be classified. 

5 - ARCHIVES 

All origmal data and the final report related to this study wrll be stored for a period of 10 years in the 
company under the reference TAO423-PH-O3/0307. After this period, the Sponsor’s mstructions ~111 
be applied. 

6-PROTOCOLADHERENCE 

Envrronmental oaramcter: A temperature of 18°C was regrstered during thus study Instead of 19’C 
(mimmal hmit) as planned in the experimental protocol. 

This devration drd not, m any case, mfluence the development and the results of the study. 

6 26 
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* Spontaneous Activtt-y : 

* Preyer’s Reflex : 

*Respiratory Rate : 

* Convulsions : 

* Tremors : 

* Body Temperature : 

+ Muscle Tone : 

* Palpebral Opening : 

* Pupil Appearance : 

* Salivation : 

* Lachrymation : 

l Righting Reflex : 

* Back Hair Appearance : 

Normal (N) 1 Decrease(D) 1 increased (A) 

Normal (N) 1 Decrease (D) 1 Increased (A) 1 None (0) 

Normal 0 1 Dyspnea (D) 1 Bradypnea (B) I Polypnea (P) 

None (N) I Tonic (T) I Clomc (C) 

None (N) 1 Tremors (Tr) 

Normal (34) I Hypothermia (D) 1 Hyperthermia (A) 

Normal (N) I Decreased(D) I Increased (A) 

Normal (N) 
Eyes partly closed (PC) 

Eyes completely closed (Cc) 

Normal (IV) 1 Mydriasis (Md) I Myosis (MS) 

Normal (IV) I Increased (A) 

Normal (N) I Increased (A) 

Normal CN) I knited @) I None (0) 

Normal (N) I Piloerection (Pi) 

NOTES : l ne observations are pe$ormed by comparison with the control 
animals standing in the same environment. 

l The temperature of animal is evaluated by touch. 
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TEST PRODUCT: REF.03.749 CENNAMIDE CERO 15 

Treatment: 5000 mgilcg body weight Ophtors: F. Richeux 
G. Creste 

DO: 1 O/07/03 (females) Number of animals: 6 
10/10/03 (males) 

Table 1 

MALES FEMALES 
OBSERVATIONS: Rm Rm Rm Rf Rf Rf 

TO + 1 hoar 4064 4065 4066 4046 4047 4048 
TO + 3 hours 
TO + 5 hours 

$ontaneous activity N N N N N N 

keyer’s reflex (noise) N N N N N N 
tespiratory rate N N N N N N 
Zonvuhons N N N N N N 

rremors N N N N N N 

3ody temperature N N N N N N 

Muscle tone N N N N N N 

Palpebral opening N N N N N N 

Pupil appearance N N N N N N 

Salivation N N N N N N 

Lachrymation N N N N N N 

Righting reflex N N N N N N 

Backhair appearance N N N N N N 

MORTALKY 0 0 0 0 0 0 

Remarks None None 

s !6 
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TEST PRODUCT: REF.03.749 CENNAMIDE CERO 15 

Treatment: 5000 mg/kg body weight Op&ators: F. Richeux 
G. Creste & A. Ehanno 

DO: 10/07/03 (females) 
lo/lo/O3 (males) 

Number of animals: 6 

Table 2 

MALES FEMALES 
OBSERVATIONS: Rm Rm Rm Rf Rf Rf 

TO + 24 hours 4064 4065 4066 4046 4047 4048 
TO + 48 hours 

Qontaneous activity N N N N N N 
?reyer’s reflex (noise) N N N N N N 
Eespiratory rate N N N N N N 
2onvulsions N N N N N N 
rremors N N N N N N 

Body temperature N N N N N N 
Muscle tone N N N N N N 
Palpebral opemng N N N N N N 
Pupil appearance N N N N N N 
Salivation N N N N N N 
Lachrymation N N N N N N 
Righting reflex N N N N N N 

Back hair appearance N N N N N N 

MORTALITY 0 0 0 0 0 0 

Remarks None None 
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CONTROL PRODUCT : DISTILLED WATER 

.> Treatment: 10000 mgikg body weight Operators: G. Creste 
A. Ehanno 

DO: 1 O/07/03 (females) 
1011 O/O3 (males) 

Number of animals: 6 

Table 3 

(Body weight and weight gain in grams) 

~ -~ 
MALES DO D2 D2-DO D? D7-DO D14 D14-DO 

Rm 4049 190 252 62 285 95 332 142 

Rm 4050 189 249 60 290 101 338 149 

Rrn 40.51 197 255 58 290 93 348 151 

MEAN 192.0 252.0 60.0 288.3 963 339.3 1473 

Standard deviation 4.4 3.0 2.0 2.9 4.2 8.1 4.7 

FEMALES 

Rf 4031 162 176 14 

Rf 4032 170 188 18 

ru 4033 159 176 17 

MEAN 163.7 180.0 163 

Standard deviation 5.7 6.9 2.1 

202 40 218 56 

213 43 237 67 

206 47 225 66 

207.0 433 226.7 63.0 

5.6 35 9.6 6.1 

!O !6 
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TEST PRODUCT: R.EF.03.749 CEN-NAMIDE CERO 15 

Treatment: 5000 mg/lcg body weight Operators: G. Creste 
S. Uteau & A. Ehanno 

DO: 10/07/03 (females) 
IO/IO/O3 (males) 

Number of animals: 6 

Table 4 w 

(Body weight and weight gain in grams) 

MALES DO D2 D&DO D7 D7-DO D14 D M-DO 

Rm4064 184 222 38 261 77 298 114 

Rm 4065 184 232 48 270 86 313 129 

Rm4066 191 246 55 280 a9 339 148 

MEAN 1863 2333 47.0 2703 84.0 316.7 1303 

Standard deviation 4.0 12.1 8.5 9.5 6.2 20.7 17.0 

FEMALES 

Rf 4046 160 178 18 210 50 230 70 

Rf 4047 156 166 10 189 33 198 42 

Rf-4048 163 179 16 205 42 224 61 

MEAN 159.7 1743 14.7 2013 41.7 2173 57.7 

Standard deviation 3.5 72 4.2 11.0 8.5 17.0 143 

11 !h 



PHYCHER Bio ddveloppement Study: TA0423-PH-03/0307 
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CONTROL PRODUCT : DISTILLED WATER 

Dose: 10000 mgkg body weight Operator: A. Ehanno 

Route: oral Sex / No. animals: 3 males E&n4049 to Rm405 1 

Necropsy date: 1 O/24/2003 Species: Sprague Dawley Rats 

Table 5 

;pontaneous death : -1 Euthanasia: [-?----I Atterm [-?--I 

;ENERAL APPEARANCE BEFORE AUTOPSY : NormaI 

’ (ESOPHAGUS 
’ STOMACH 
’ DUODENUM 
’ JEJUNUM 
’ ILEON 
r CAECUM 
L COLON 
‘RECI-UM 
k SPLEEN 
’ LIVER 
‘THYMUS 

‘TRACHEA 
* LUNGS 
l HEART 

l KIDNEYS 

l URlNARY BLADDER 
* TESTICLES 
* OVARIES 
l UTERUS 

*TREATMENTAREA 

* ADRENALS 
* PANCREAS 
PARTICULARS : None 

Observed 
%3- 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 

X 
X 
X 
X 

X 
X 

X 
X 

Results I Remarks 

N.t.R. 
N.t.R 
N.t.R. 
N.tR 
N.t.R. 
N.t.R. 
N.tR. 
N.t.R. 
N.t.R. 
N.t.R 
N.t.R. 

N.t.R. 
N.t.R. 
N.t.R 

N.t.R 
N.t.R. 
N.t.R. 

N t.R. 
-- N.1.R. 

S t.R Xot1111~g to report 

!2 !6 
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CONTROL PRODUCT : DISTILLED WATER 

Dose: 10000 mgkg body weight Operator: G. Creste 

Route: oral Sex I No animals: 3 females Rf403 1 to Rf4033 

Necropsy date: 1 O/2 l/2003 Species: Sprague Dawley Rats 

Table 6 

pontaneous death : 1-1 171 Attem Ix) Euthanasia: 

;ENERAL APPEARANCE BEFORE AUTOPSY : Normal 

I COLON 
bRJ3zIvM 
L SPLEEN 

‘TRACHEA 
e LUNGS 

* TESTICLES 
* OVARIES 

PARTIC-UIARS : None 

Y I R ~Vor/fzng to reporf 



PHYCHER Bio diveloppemcnt Study: TAO423-PH-03/0307 
pIlrll 

TESTPRODUCkREF.03.749CENNAMDECERO 15 

Dose: 5000 me/kg body weight Operator: A. Ehanno 

Route: oral Sex / NO. animals: 3 males Rm4064 to Rm4066 

Necropsy date: 10/24/2003 Species: Sprague Dawley Rats 

Table 7 

ipontaneous death : 1-1 Euthanasia: [Tj At term v[ 

GENERAL APPEARANCE BEFORE AUTOPSY : Normal 

’ (ESOPHAGUS 
l STOMACH 

’ DUODENUM 
l lEJuNuM 
l ILEON 
@ CAECUM 
l COLON 
*REcKJM 
* SPLEEN 
’ LIVER 
‘THYMUS 

’ TRACHEA 
’ LUNGS 
l HEART 

’ KIDNEYS 
’ URINARY BLADDER 
’ TESTICLES 
* OVARIES 
’ UTERUS 

’ TREATMENT AREA 

* ADRENALS 
* PANCREAS 
PARTICULARS : None 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 

X 
X 
X 
X 

X 
X 

X 
X 

RCSUltS RClIX3Ik.5 

N.t.R 
N.tR 
N.t.R 
N.tR. 
N.tR. 
N.t.R 
N.1.R 
N.t.R. 
N.t.R 
N.t.R ._. - N.t.K 

N.t.R. 
N.tR 
N.t.R. 

N.t.R 
N.t.R. 
N.t.R. 

N t.R. ‘: 

N t.R. Nothmg to report 
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TESTPRODUff:REF.03.749CENNAMIDECERO15 

Dose: 5000 mg/lcg body weight Operators: G. Creste 

Route: oral Sex / No. animals: 3 females Rf4046 to Rf4048 

Necropsy date: 1 O/2 112003 Species: Sprague Dawley Rats 

Table 8 

pontaneous death : -1 Euthanasia: (71 At term 1x1 

;ENER.AL APPEARANCE BEFORE AUTOPSY : Normai 

(ESOPHAGUS 
’ STOMACH 
’ DUODENUM 
’ JEJUNUM 
’ ILEON 
’ CAECUM 
’ COLON 
‘RECTUM 
L SPLEEN 
CLIVER 
~Tl-mviuS 

@ TRACHEA 
@ LUNGS 
’ HEART 

* KIDNEYS 
l URINARY BLADDER 
* TESTICLES 
* OVARIES 
* UTERUS 

* TREATMEAW AREA 

* ADRETULS 
* PANCREAS 
PARTICULARS None 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 

X 
X 
X 
X 

X 

X 
X 

x 
X 

Results ReTlXXks 

N.tR 
N.tR 
N.t.R. 
N.tR. 
N.t.R 
N.tR. 
N.tR 
N.t.R. 
N.t.R 
N.tR. 
N.t.R 

N.tR. 
N.t.R. 
NJ-R. 

N.t.R 
N.t.R. 

N.tR. 

N t.R. 

S.t R. Nothing to report 

!5 i6 
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. 

Appendix 1: Statement of GLP Compliance (1 page) 

Appendix 2: Animals diet sheet (1 page r/v) 
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;REpzwLIQuE J?RANCAISE 

GROUPE IiYTERMINIsTERIEL DES PRODUTS CHIMIQUES 

LE PRESIDENT 

TY :015544 968210 

OBJET : Evaluation de la conformit aux B.P.L. seloa la directive 881320lCE.E. 

Conskutivement A votre engagement vis a vis du GIFT et du COFIUC et en application du d&ret 
no 81-278 du 25 mars 1981 portant crkation d’un groupe interministkiel des prod& chimiques, 
modifik notamment par le d&ret 90-206 du 7 mars 1990 et par le d&et no 98-l 3 12 du 3 1 dkczmbre 1998 
concernant les bonnes pratiques de laboratoires, je vous contkne que le GIPC, au vu des rksultars du 
conWe exerce par le Comiti fkanqais d’acctiditation (COFRAC) - Section Es&s a d&id& pour votre 
installation du statut suivant : 

respect des principes de B.P.L. 
Domaines de reconnaissance : 
I? I- & phydco-chimiqua 
,R 2 - &da de tori&i 
J 3- Ctudcs de muta@icitC 
3 4- ttuda Ccotoxicologiqucs sur lcs organismcs aquatlques et terrcstrcs 
5 5- Ctuda portant sur le componemem dans l’cau, dans le sol et dam I’air ; bioaccumulatlon 
3 6- ttudcs portmt sur lea rksidus 
J l- Ctuda portant sur lcs effers N lcs mbocosmcs et lcs kosysttmes natunls 
3 8- mCth0dc.s de chinne analyaque et diniquc 
09 awes ttudes 

i 

Date d’inspection : 19 - 20 mai 2003 0 inspection initiale (i.i) 
Cl inspection de conMile pkriodique (i.p) 
13 inspection de contr6ie complhmtah (i.c) 
II inspection d’atension (i.e) 
.&,inspection de rcnouvcllcment (i.r) 

Date de d&&ion du G.I.P.C. : 28 mai 2003 
Date de prise d’efkt : 20 mai 2003 
Annte de premihe conformitl : 1998 
Date de validid : 28’novembre 2004 

FWYCHER 310 DEVELOPPEMENT 
18, chemin Lou Tribail 
Z.I. de Toctoucau 
33611 CESTAS Cedex 
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9 RAT AND MO1 USE MAWElk - ____ ___. MICE DIETS 

Certiiied ha&ta$dcmw 2ilO 
RATS - SOURIS ENTRETlEN 

cmvd haobted EfElO 
%* I%-,0 

2ziafapack 
Pdkts B 15 mm 

gz&odG :*$-lo 

- Cemried 
. Gnud or rmchared ii ii %$&er bag wth 

e 
P&lOISIIMn 

:2oKgensapopk 

Rate per day 
alummfum onfheocmrde -~oullmdii:20Kgdalbbsapapiar~.feute 
fat 15 to 25 g, mouse 5 to 10 g. aluim* udmc 

Formula 
Rorion~ika :roldeISbZg,~s&5blO~ 

Average analysis 
- 

Analyse moyenne 
~v~AFQutcrlorlqu~0)2900 

Amino acid values ~calcukted//ksl 

Apport en acides aminis (cakuli/kg) Apport en acider gms (cakulh/kg) 

_. 
I 

9800mg Arginine 

;- ,’ 
2300~ CpiilKt 

8=omg Lytine 

2-3mg milk oc. 

Tmces palmikdeic oc 

H 32COtng Methiiina 

19oomg T-n 
8100ma Ghuinr 

mmg simlicac. 
8ooomg ok ac. 

145OOmg hobic ac 

TKlCQS Iindwi nr 

Fatty acid values fcalculated/kg) 

Mineral and vitamin content 

1 

P 
Co 
No 

L 
Mn 

Fe 

CU 

zn 

co 
I 

mg 
mg 
w 
mg 
m9 
mg 

mg 

mg 

m9 

m9 

mg 

sukur 
Ix 
Nat. 
5900 
3300 
300 
6700 
1900 
50 
90 
15 
40 
Tracer 

0,3 

Contenu min6ml et vitaminique 

1 
TOTAL 

5900 
8300 
1900 
6700 
2Otnl 
90 
240 
30 
85 
15 
0,3 

vlnMllw c&li~ 
WTAMINES caku 

[ Nat. vol. 
Vibm. A UI 
viknn. D3 UI 
Worn. 81 mg 
Vilom. 82 w 
Miam. B3 
Warn. 86 

Tl 
“9 

Vikm.812 mg 
Vim. E F3 
Vitam. K3 m9 
Vitam. PP 
AC. Foiic 

-3 

Biotine 
mcl 

Choline 
mg 
mg 

Traces 

4 
10 
1.3 
0,Ol 

At 
66 
0,5 
0,OA 
1200 

TOTAL 

rd/kg 
EL!% 
xv WI. 
7500 
1500 
1 
4s 
6,5 
1,3 
0,Ol 
15 
2,25 
15 
0 
0 
400 

7500 
1500 
7 
6,5 
16,5 
26 
0,02 

it 
7; 
0,5 
0,04 
1600 

1 
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